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DETAILED ACTION 

1. Applicants arguments and amendments filed on 2/15/2008 have been entered. 

2. Claims 13 and 24 are amended. 

3. Claims 1-12, 14-17, 25-30, 32, 33 and 35-40 are cancelled. 

4. Claims 13, 18-24, 31 and 34 are examined in the instant application. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 13, 18-24, 31 and 34 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over (Naldini et al, 1996, Science, Vol. 272, pgs. 263-267) in view of Schnell et al. (2000, 
Human Gene Therapy, Vol. 11, pgs. 439-447) and Gregoire et al. (1998, Physiological Rev., 
Vol. 78, pgs. 783-809). 

Naldini et al. teach that a limitation of retroviral vectors is their inability to transduce 
non-dividing cells and that an "optimal gene transfer system would include a retroviral vector 
based upon a virus, such as HIV or other lentiviruses, that can integrate into the genome of 
nonproliferating cells" (pg. 263, col. 1, lines 12-17). With regard to claims 20 and 23 Naldini 
teaches that "The ability of HIV-based viral vectors to deliver genes in vivo into nondividing 
cells could increase the applicability of retroviral vectors in human gene therapy" (pg. 263, 
Abstract, last three lines). With regard to claims 13, 18, 19, 21, 22, 24, 31 and 34, Naldini 
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teaches that an HIV-based vector was generated with the CMV promoter (pg. 263, col. 1, parag. 
2), pseudotyped with VSV-G to broaden the tropism (pg. 263, col. 2, lines 11-16), comprised 
either beta-galactosidase or luciferase (pg. 263, col. 3 parag. 1, last 5 lines) and used to transduce 
208F rat fibroblasts (pg. 264 col. 1 lines 1-2). Naldini et al. do not teach a method of transducing 
adipose tissue. 

However, at the time of filing the ordinary artisan would have found it routine to 
transduce post-mititoc/nondividing cells with a lentiviral vector. At the time of filing and 
addressing claim 21, Schnell et al. teaches that lentiviruses do not require cell division for 
integration into the host genome and that lentiviral vectors can therefore expand the spectrum of 
target cells suceptible to retroviral gene transfer (pg. 439, Abstract, lines 1-2). Regarding claims 
13 and 24, Schnell teaches that VSV-G was used expand the tropism of their lentiviral construct 
and that pseudotyping with VSV-G was determined to be most efficient for generating viral titres 
(pg. 442, col. 1 parag. 1). Gregoire et al. teach that adipocytes are terminally differentiated cells 
that no longer divide after aquiring sensitivity to insulin (pg. 790, col. 1, parag. 2 and Abstract, 
lines 3-5). 

Thus the ordinary artisan would have been motivated at the time of filing to transduce 
nondividing cells, such as adipocytes in adipose tissue, with a lentiviral vector pseudotyped with 
VSV-G given the combined teachings and motivation of Naldini, Schnell and Gregoire. Gregoire 
provides motivation to the ordinary artisan in teaching that adipocytes are terminally 
differentiated cells which no longer divide. Naldini provides additional motivation to the 
ordinary artisan in teaching that the delivery of genes to nondividing cells is therapeutically 
important and achievable using based upon their results. Given this broad teaching, the ordinary 
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artisan would be motivated to provide POI, NOI, including ones that encode therapeutic protiens 
and NOI's that block or inhibit the expression of a gene in a adipose cell. Schnell provides 
additional motivation to the oridnary artisan teaching that lentiviruses are suitable vectors for 
delivering genes to nondividing cells and that using VSV-G expands tropism as well as improve 
virus titres. Given the teachings discussed above the cited art provides the requisite teachings and 
motivations to make and use the claimed invention. Further the claimed invention, as a whole, is 
clearly prima facie obvious in the absence of evidence to the contrary. 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to DAVID MONTANARI whose telephone number is (571)272- 
3 108. The examiner can normally be reached on M-Tr 8-6. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras can be reached on 1-571-272-4517. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



David A. Montanari, Ph.D. 
AU 1632 

/Peter Paras, Jr./ 
Peter Paras, Jr. 

Supervisory Patent Examiner, Art Unit 1632 



